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New genes encoding angiopoietin-like proteins 410 and NEW, 
useful for the prevention and treatment of diseases relating to 
angiogenesis 
C2001-045076 



NOVELTY 

Angiopoietin-like proteins comprising a fully defined sequence of 
493 (S4) or 470 (S8) amino acids as given in the specification, or 
functional equivalents, are new. 

DETAILED DESCRIPTION 

An INDEPENDENT CLAIM is also included for proteins 
encoded by DNAs capable of hybridizing with DN As comprising a 
fully defined 1482 base pair sequence as given in the specification. 

ACTIVITY 

Angiogenesis. 
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MECHANISM OF ACTION 
None given. 



USE 

Prevention and treatment of diseases relating to angiogenesis. 
EXAMPLE 

The genes encoding for angiopoietin-like proteins (410 and NEW) 
were isolated using human embryo derived poly A + RNA as a 
template with reverse transcription polymerase chain reaction (RT- 
PCR), and encoded proteins with a fully defined sequence of 493 and 
470 amino acids as given in the specification. 

TECHNOLOGY FOCUS 

Biotechnology - Further details are disclosed in 6 claims. 
(26pp079DwgNo.O/8) 
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Measurement of a nucleic acid, comprises hybridizing the target 
nucleic acid with a crosslinking probe, extending the probe with 
labeled nucleotides and detecting the label 
C2001-045077 



NOVELTY 

Measuring a target nucleic acid contained in a sample comprising: 

(a) combining the target nucleic acid (I) to a solid phase; 

(b) reacting a crosslinking probe (II) with a template nucleic acid (H[); 

(c) extending (II) in the presence of a labeled nucleotide by using the 
region of (II) hybridized with (HI) as the primer; and 

(d) measuring the label combined to the solid phase, is new. 

DETAILED DESCRIPTION 

Measuring a target nucleic acid contained in a sample comprising: 

(a) combining the target nucleic acid (I) to a solid phase; 

(b) reacting a crosslinking probe (II) containing a 3' terminal region 
not hybridizing with (I) and a template nucleic acid (HI) containing 
a region forming a single strand protruding to the extending 
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direction of the 3' terminal of (II) under hybridizing conditions; 

(c) extending (II) in the presence of a labeled nucleotide by using the 
region of (II) hybridized with (III) as the primer; and 

(d) measuring the label taken into the newly extended nucleic acid 
portion combined to the solid phase, is new. 

An INDEPENDENT CLAIM is also included for a kit for measuring a 
target nucleic acid containing at least one (II) and (III). 

USE 

The method is used for the measurement of nucleic acid contained 
in a trace amount in a sample. 

ADVANTAGE 

The method can measure nucleic acid in a sample with great 
sensitivity. 



EXAMPLE 

No example given. 
(12p P 097DwgNo.0/6) 
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Gasket for disposable syringe has amorphous carbon film at its 
sliding surface with cylinder inner wall 
C2001-045078 



NOVELTY 

The gasket (13) made of rubber and resin is mounted at the end of 
a plunger of a disposable syringe. The gasket moves slidably in the 
inner wall of a cylinder of the syringe. The amorphous carbon film 
(13) is provided to the sliding surface of the gasket with the cylinder. 

DETAILED DESCRIPTION 

An INDEPENDENT CLAIM is also included for manufacturing 
method, of gasket. 

USE 

For disposable syringe. 

ADVANTAGE 

Prevents entry of foreign material inside the body of person. 
Facilitates smooth ejection of medical solution from the cylinder. 
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Provides subject sealing to the medical solution. 



DESCRIPTION OF DRAWING 

The figure shows the sectional drawing of gasket. 
Gasket 13 
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[fl*Kl] E^iJ#-^ : 4 ^rclt8lcBW,(DT^ym 

U**9 2 ] SB^J#^ : 3 $ 7 £lB*S£>ffi»E?iJ 
^m*oT, EJUS**: 4%rclZ8lcmm<DTzLS 
Ho 

01*13] s**9i tzrc\t2\c^m<D*>rt?W£ 

3 — F*TSDNAo 

[f»*l 4 ] 1**9 3 tCWB^0)DNA^#t?^ * £ — 0 

[f**3i 5 ] 1**9 4 k:E«6D^^ *«S-T S Jg 

ism 

[»*9 6 ] 1**9 5 £Ktt0^IUE&tt«i^?- s 
iS^ttf, 1**9 1 $fctt2fcK«©*:/^*K©» 

[»*97] 1**9 l *rctt2fc:fiB*8tO*>^l^KflD 
[f**98] IWi Src*±2k:EKo*>/i^Wc 

im$m 9 ] @a^j#^ : 3 s & & 7 tcia«go^sBB^j 
1 s^a^ggfi^^-r^DNAo 

[!»*9i 0] 1**91 S;fete2fciB*8<E>*>^K 

[i**s 1 1 ] 1 0 mmmcD^mc * 0 * ■ a 
ti?&. 1**511 2 teis*B©#>^*«fc*s^'r 

[§t*9i 2] 1**91 1 

[1**91 3] |**«l £fcfi2fc|B«<D*;/^R 
oT, (a) $/c^2^teKcD^>'^^S^/c 

[1**9 1 4] 1**9 1 £fcW:2tef5tt<E*>v<^« 

n^STSoT, (a) lttWB©«ETT, ft* 
Si ^/c^2tcfS^C»^>^^S^M^>^^SO§:S 



■rsiBfifc^iB'&gttSttffi-raxs, *<fctf (c) « 

[§**S 1 5 ] 1**19 1 4 iciB«8E>75raic <fc D **i £ 
n?£, s**39l 2 ^IBKO^^^^K^^oS 

10 [0001] 

[0 0 0 2] 

(vascu logenes is) " £ . ^WftT*<D "lfilW&f£ (ang io 
genesis) ''OXgBlC^g^tl* [W . Risau, Nature, 3 
86: 671-674 (1997); D. Hanahan . Science. 277: 48-5 

20 o (1997) ] 0 WMm^itu^y^—m^uiyy ■ 

(rtk) (DM-^tf^mztiTis*), Mmm&r^tjtm 

F^^tg^SH? (vascu lar endothelial growth factor ;.V 
EGF) fc*n.fcJ^«W»»*IBII!!il±»^ (VEGF-R 
1 , VEGF-R2) tffigft«ffl**fc LT^3**V y ^7 
•)f^X(7)iicJ;!)IP^?tin^ [F . Shalaby et 
al. p Nature, 376:62-66 (1995) ] Q — ifilWff^O^ 
S T* fe RTK* ^ y ©jMBaK±Sgf*. "T ie "<DKI##»e 
^ntl^o TietC^Tie-li:Tie-27b^ft1-^7b^ 

^i?T^^^?tltl/^ [T.N. Sato et al., Natur 
e , 376 : 70-74 (1995) ; M . C . Pur i et a 1 . , EMBO J . , 
14: 5884-5891 (1995) ] c 

[0 0 0 3] Tie-2©1#HW*U5{r>Ftt. T*V%<D 

(Angiopoiet in-1) [S . Davis et . al., 
Cell, 87: 1161-1169 (1996) ] $5 &TJ7 >^^X^>- 
2(Angiopoietin-2) [P . C . Maisonpierre et al.. Sc ie 
nee, 277: 55-60 (1997) ] £%ttlf 5tlf: fl Tl/*?*# 
40 (Ang-1) t±Tie-2iB**^UTjfilSrtjK3|SfflBatc: 

fc»IKA^<&S*^SlS^nTV^ [C. Suri et a 
1.. Science, 282: 468-471 (1998) ] c TV^^X^ 
>-2 (Ang-2) ttT>^#X^>-i/Tie-2^0*a 

^tf^^tlTV^ [P. C. Maisonpierre et al.. Sc i 
so ence, 277: 55-60 (1997) ] 0 flfi^F. Tie-HC^f^^ 
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[0 0 0 4] 

t * n e> ©§y aRtfffl 3^^ii«-r set *mm t r 

[0 0 0 5] 

ua+ RMtzm^rcmm.^# u y ^— tfagass (rt-pc 

R) fc«fctK 20£D«f^*cDNA*#S|-rS<li:JCfig?tlUfc: 
(C©20CQ^n — V^r^-n^tx T410J fe^t; TNEWJ 
£#£Lfc) „ 

[0 0 0 6] #StLfccDNAfC«J:!3 3— F£*l£ T410J 

fc (ii~4) o §(c tF7y^xfy-i«3J;y 
^as^co?^ yuy-y^K^-r^a, r4ioj 

^H*><fctf TNEWJ £>^K©C*SM«"T?£>«# 
^nTl^fc (0 5 — 8) o T410J ^V^^StSjltf TN 
EWJ ^^f©7-f^'jy- yyK^l'>'075/8 
EJUtt, Uhr^^^x^^-itJj;^ -2£40%M± 

ftTl^fc £fc. T410J ^A^st&^tf TNEWJ 

^^Sfe<ktf tnewj f>^?m.u.. jflim^tciig-^-r 

[0007] ^mtimzit, r4ioj $y^?n$5£TS 
tnewj ^y/^SiiT^^^x^viio^a^^ 

fc„ 

[0 0 0 8] -r&fc>*K mffizris^xxz- ™ 

cowi&io&zfmmcmi^ ^Dmwtit en B2 

5iJS^ : 4 S fc & 8 \ztm.<D7 5 y &SH?njfr 6 & & * ^ 
iSfcti^V^a^TS/f&E^Jlcfc^T 

iSU<ti«^z5y^^, Mia, JfA*3d;oV 

$ fc ttffi©7 5 / i?lc <fc £ SgHc <fc t) nfc 7 5 7 
WEM*»5a:D, SSJIJSS: 4 Sfcti 8 KSEttCTS / 

( 2 ) SE?iJ§^ : 3 * fc It 7 t E«0*SIB»J^ 



(3) (1) Sfctt (2) fcffi«©*:"<*K*=i- 
K-T5DNA. (4) (3) klfBicODNA^if^ £ 

(5) (4) K^m,®** z&ym 

SM*, (6) (5) tE(E<0»KIESM**««-rSX 
S**&, (1) $fct± (2) fcK*©* 
JSSrffi, (7) (1) Sfcfci (2) KIH«0*>^i' 
aOgP^^K, (8) (1) gjfctt (2) tcfe* 
©*>/S*Mfc;itf Sfcxtt, (9) B»JS*:3*fc 

tt 7 ttettco^»iH?'j^e.*^DNAi:#s^{c^i'y 

(10) (1) £fc& (2) KlB«0#^<fJ(K:e 

(a) (1) Sfctt (2) H:aB«flD*>/<fK*fca:* 

(b) fctt^oafci^:^ Ktttfrrs 

{k^«i*as?-r*xg, £n§rt?#i£, (in (1 
0) tiEiRo^rffiKiOJiiBsnas^ (1) £fc{± 

(2) CleS<D^^^SC^t5fk^ft > (12) 

£8f**>.n*Jtt*fcs, (11) feaHKo^b^ft, 

(13) (1) Sfctt (2) K85*«D* 

T,- (a) (1) Sfcfi (2) taB«0^>/<^K*fe 

*5«fctf (b) g£2 ^^MSfctt^OgP^y^ Ffcfcg 
<rTSfflflS*a!8i-r*Xg, fc^ttffii, (14) 
(1) *rctt (2) K3E«Oi»^<*S(f:*©SS(*i: 

(a) SftKSOffrFT, ( 1 ) Sfctt (2) 

«f**WWr*IBIBfc:t«lt«**XB» (b) m*y>* 

^gtt^r^tb-rsxe. 33*tf (c) *tftSC«Sf#«ET 

«*{k*«»*a«3-r*xs» **tj*j*,- (15) 

(1 4) KE«©#ffifc:«fct>**2ftdS.* (1) *fc 
tt (2) lcmm<0*>'W&.t*<D&®fct<D!l£-gi%:m 

[0 0 0 9] 

>^V/^^K T410J *5*t>' tnewj tUB-r*. *$£W 

co^y/^ategsns r4ioj ^^^s (sa?o# 

4) *5<fcl>* TNEWJ (IH3?iJ#^: 8) 

tt,- t hS&llS3feOpoly A* RNA^SJitLTRT-PCRt 
J; tJ cDNA^X ^'J-x>^-r^ci:lc t J;t3^g|2nfca 
e^/b^-F-rs^tt^ »<*KT?fc*. T410J ^ 
>/^Sis«fcU : TNEWJ ^^^R©75/SS5iR 
itaWSSffSfeO^JWlc^-r S T > -l 33 J: t/T 



«©^te*»ar^©fSJB#** 6n* 0 

[0 0 10] ifoW§r££&. K#j(iiflf<fct)*ffca:jfli«3b^ 
H*«ffl*»t-i:**5*i*o $&Me> 'C>j&« 10 

n* Q £/c. Mci6igff^ffp$ij-r^iihT^«^fT5 
mmmwmmm, v^^mmm, r^-u-Kmh - 

BH«bffift£T?, ^^-r*ife»f^Jfligo^i:^ffi(3[)Mtt 

«ttfbbTt>jflis«f*tfiec&att*itf. mmmcomm 

iiSC 6&l/^^6*lT3oD (£ 9 Lfcjg^dormant 20 
tumor , iimSr£©fii»i. Srfc*ffi&SB£i: 

[0 0 11] *^CDZV^^X^>1i^>/^S 

fb*fett^g^fc-r * c i: «fc D , ifo«»f£offl»fc»5 
LT^*fc#*6*i*;fc«>, ±l2©3fe*lC»'rS»« J f> 
^KfcfOT^*cfc#T#*fc#*sn*o 'S6fc. % 

'**Kte^te*S?-*jfflBa*;f^T, ;W*7vt>f 30 

& TKoH^aiiMfbffiaifori^ttjjaftfcijfrs 

E*S«8*iWb^«ii:ftD, jfoB*r£*»9J-r*{b^tt 
^ Txn-A1£fii8IS?e{bffiftiffcJ*-rsE^a««fb 40 
[0 0 12] fi»8t^t^>/^ 

-ff^^A^lJiiriSt^L^^t^ (Curr so 
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6 

ent Protocols in Molecular Biology edit. Ausubel e 
t al. (1987) Publish. Jhon Wily & Sons Section 16. 

1-16. i9) 0 yy^-T^-mmicm^zirimz, 

TOn the fidelity of mRNA translation in the nucle 
ase- treated rabbit reticulocyte lysate system. Das 
so ,M .C . Jackson ,R J . (1989) NAR 17 :3129-3144J # 

[0 0 13] £fc. *3&U3fctt. T410J *>v<*«3= 

>^*H# T410J *>^K$2fctt TNEWJ *>v^jt 
T410J £>v^«£/cfci; TNEWJ *Zsrt9WfiWO±1fa 

fclS^U 3W**jStt{t*fett^g<b-r*4:^5Wtt 
tfW6*i* 0 2 6tc, K*»«fc*tf/Sfcttjfo«K 

fig. JfcigJtHf* *fft. 43 <fcC5/*rc«?B* (regress ion) 
*IBffl5-T*g1t^#A5*i*o C©*5 4SttlcJ4, Jb 
W^&fflJfS (eK*^fiKLTV^V^angioblastt$tr) 

*m»-rsfittaH##$*i*o «s^»±«Fk:»»s 
nao%w*iBS5"r*gtt«:Hfc#^ 6*1*0 

f7- IfgttOlBHS, y>^;l/Ffi«:H^*3W*ifia 
SfllSiS^JBJSicOSSfflS, Miles7'^>f^fc,fc*jfiiWS 

[0 0 14] T410J ^^^^K^fctt TNEWJ 

& SPffiWafl?iaaBI«}* (Current Protocols 

in Molecular Biology edit. Ausubel et al. (1987) 
Publish. Jhon Wily & Sons Section 8.1-8.5)) £f(Jjl 

LTSHB-rscfctfT?**., sfc. ccDctaa^v/^^ 

S^^^*T^y^O^S^ < fcO^C*ci: 
^>S»*o *58Wtc«. ccoj:a(c T4ioj ^v/^^S 
(@B^J#^: 4) ^Tcti: TNEWJ (IE^J# 

m 8) oT'^yitiBwtcfe^T 1 tL<*±a»(0T5 

ft6Wfcra*a#>/^^Ht-as*i*o 
[0015] $>' 4 it7mct3( f fz>T^ym<D : £mi& j p& 

mmi±. ^©«^«^*i*SBDS«RB«35:V>o 
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[0 0 16]-Sft, T410J J^^KS/'ctt TNEWJ £ 

fetUf* /n^^U^-K— 5^3 >fi*B (Current Protoc 
ols in Molecular Biology edit. Ausubel et al. (198 
7) Publish. Jhon Wily & Sons Section 6.3-6.4)£:ffl 
l^T T410J gcfcte TNEWJ F*3"&DNAIB?U Gfft 10 

?nia?iJ#^: 3£fcte7) £/cte^O— gB*fe£tCCl 
n £ ffl Htt<D?BSl/ ^DNA^#g| IT, KDNAfr 6 C n & £ > 

ff^scifc-esso cco^atc r4ioj ^v^^k^ 

fcfct TNEWJ ^/^K^n-F^SDNAfcM^U^ 

[0 0 17] «iMlLHSft>y;^ll*»tr«t(l| 
kLT.fi\ nhttW^ PRif7.7h, 20 

[ooi8] «tt«K:raea*>/^*ji*3— K-rsDN 

A^WS/i^^A^yiJ £V-tf— ->3 VOX h y > 
jim TlxSSC. 0.1% SDS. 37°CJ gftT 
fctK £9«Ll/^ff fcLTfc* ro.5xSSC, 0.1% SDS. 4 . 
2°CJ SjST*fe5, S5lcKU^ffi:LTtt l~o.2xSS 

C. 0.1% SDS. 65°CJ lg^*)> /vf ^U^-tf— S/ 
'«r*-T5DNAO#l!t*^L5So fflU ±IESSC, SDS so 

yn-^S?, /Wyj^-S-: ^3^S*SWB 

[0 0 19] CCO^a^^W^U^V-tf— zs3 >a*B^ 
WfflLT*<iStl**>/^*»i, T410J 
/^KSfctt Tnewj *^^^Ki:r^yKiB5tJtc^> 

%W±, »SL<tt60%W±, S5fc#$L<«:90%W 
±CDlB?UcDt@lWitt^Sto flnttOWfttt, BLASTS 

[0 0 2 0] iBfiyiMBKtfi (PCR) (Current p 

ro toco Is in Molecular Biology edit. Ausubel et a 
1. (1987) Publish. John Wiley & Sons Section 6.1- 
6.4) %m^T T410J 9l/WR&Tc\Z TNEWJ 9 
^Jt«=x-F-r«DNAiaW (*n^ttE5U**: 3$/c 

/^K*3— F-r*DNAEOT*fctt*0— SP^+ileittO so 



[0 0 2 1] #3SJIifcJ\ *5SSB©#>/^H©S 

y^i^^F*»*«hfe#>/^*«««**ti*o * 
SilH^y^F^Sn«o »»^y^F3V*«WlO*> 

BT«K-r « c t fc «t o rsBinr 

[00 2 2]-$^ ±E*»WO#>/^K 
F % r*DNAfcBI'rSo.**9!ODNAi:bTtt. *« 
HO^ F L 5 5 fe OTfetiH ^(DJ&m 
izmcfflmZft < , cDNAOffik yy^DNA. ffc3*frj«DNA 

T410J *V/<**Sfttt TNEWJ F*T 

[0 0 2 3] Sfe. *SSWtt, *«BH©DNA3^»XSn 

UfeDNA**ffi»C«JS^SfeOT*ntfWfclWHSh 

— V^M-S ^7 ^? — i: L T tipB luescr ipt^s 2 2 — (Strata 
genettS!) ftHtfJffSL^. >^<*K*5feai 

S) , *BlBt?*ntfpEr-^**— (Invitrogen?± 
Si) . ««IBflaT*n«pME18S-FL3^^*— (GenBank 
Accession No. AB009864) , ^M^T^tltf pME18S-^ 
>7%— (Mol Cell Biol. 8:466—472(1988)) ftZtftff 

fT^C^^ttS (Current protocolsin Molecular Bi 
ology edit. Ausubel et a 1 . (1987) Publish. John W 
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iley &Sons. Section 11 .4 — 11 .11) 0 
[0 0 2 4] g=fc. *58flB«\ *%i<D^^?-«gfif 

[0025] it±iaBS^©^**--»A«\ m^s. u 

V&rt/l/^AfcfclKffi. B^^;bX^?LS (Current pr 
otoco Is in Mo lecu lar B io logy ed it . Ausube 1 et a 1 . 10 

(1987) Publish. John Wiley & Sons. Section 9.1-9. 
9) , 'J#7x^^5>a (GIBCO-BRLttS) * V-T^n 

So 

[0026] *«wt±, =3 

U*^K©«fi*S^SDNAteWr"So llT r^psw 
^N^yy^XTSJ fctt. ji^/NY^U^-tf- 

a >^fTF. »S L < ttJKKft*fr"F"*\ *»Wc0* 20 
»<*K*-:3-F-rSE5tt##: 3*rctt7fciB«flDffl 
SK9Jfr5£SDNA£^XU£VXU ffi<D*>v<* 
K^n— F^SDNAfcttM>f 7U^>fXLa^ci:*at 

X^v-^LTffll^S^&tctt, ilST, 15bp~l00b 

P . »$L<tti5b P — 35bpoag*^-r«o xn 

L < lii»OEW*fb, 7 >2: < £ fe i5b P <D«fi 30 
[0 0 2 7] *5MB(ODNAtt^ ^m(0^y^M<Dm 

Lfct). *^oDNA^y^-r*r— tbTffl^ft^y^ 

-7— tfaflSJS(PCR) £ J: t) ADNA-PCRWT-PCR^ 

D*«8ao*^^*K*3— F-TSDNA-«f»*<D«a#J» 
®«*it*iL. RFLPftPtfr. SSCP. ^— ^a:>S/>^c7D 
Affile cfct). EjrjO***«aE-»Bf-r*ci:tf^* 40 

[0 0 2 8] £/c. riE^JS-^ : 3 Sfctt 7 lC|B«ODI 

^^aiffj-r^/c^ozv^-fevxDNA^^nSo r 

fc. i!>a< 4:fei5bpW±. »*L<*±i00b P . 
SL<fi500bpW±(DSaS^L. 3000bpfi(rt, 
Sf^L<(i:2000bpJ^rtOfflS*Wrs o <I<7)J; -5 t£T> 
^-tr>XDNAlCfi. *?eW©*^^^H©S# (»hIS so 



-F-T^DNA (MAtf. E*U#*f: 3 *fett 7 lctm<DQ 
NA) <3D^JflHB««»i:*X*n?-**— Fffi (Stein, 1 
988 Phys icochem ica 1 properties of phosphoroth ioate 

o 1 igodeoxynuc leo tides . Nuc le ic Ac ids Res 16 , 3209 
-2 1.(1988) ) teE\z&K> mm.T ffi BjfilTfe 5 o 

[0 0 2 9] #»W(DDNAtt. 

m IT, ex v ivoSc ^ inv ivo&£: H <t D Sbg'Nfi 

[0 0 3 0] *SW§tt, 

[0 0 3 1] *56WOtfif*tt. #U t;ls$ifo(Di§ 

^ F*-&j«bT**»cifeaE'r 3£ iitcct otf sc: fc*^Ri 

ftl§T$>t) (Current protocols in Molecular Biology e 
dit. Ausube 1 et al. (1987)Pub 1 ish . John Wiley & So 
ns. Section 11.12—11.13) . —J5^ t/^U-t/l/R 

^tti^?t/c/^yj F— vlBIB©4'3tP6»SCfc 

^T?^S (Current protocols in Molecular Biology e 
dit. Ausube let al. (1987) Publish. John Wiley & So 
ns. Section 11 .4—11 .11) 0 

[0032] *mi<D$iss^micffittzm.m±, * 

ELISA*<0*afclJ:5*aBBfl)* 
[0 0 3 3] ^fc. *aW(0*v/<*Kfc:»&-r*Si{t 

t^^AtlM/cT^X (0HAtf, TFunctional trans 
plant of megabase human immunoglobulin loci recap i 
tulates human antibody response in mice. Mendez , 
M.J. et a 1.(1997) Nat .Genet .15 :146-156J #F.O £fe 
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trim*. ty^o-^a^ojHRnBWWSfflv^ae 

^^rmMir^C ttfT'ZZ (Methods in 
Enzymology 203, 99-121 (1991) ) c 
[0 0 3 4] Sfc, *«fflttx *»SO<'V/^Jl*fa 

«K«*»»?*5m (b) &*wn*it&* 

fro 10 

[0 0 3 5] LTfc*. flUAtf, *fg!B<D 

h U 7;Kr^X h «J-ef^fet^A>fx;l/-/7 FX 
$ y -—yifiz £ £7? < ©4*»<o*a*frjfli-r 

[0 0 3 6] x*'J-->yfcffl^sittWBkit 

[0 0 3 7] COX^U-->^*j*tCcfcntf, *fgBJ§ 

^Bjio * < * »&'§8{**iMrr S it #><D x ^ u — - 
^^«fr5»&. «ttH8fcLTtt, «*tf«»»*« 

S/^;l«31*ffoTV^*Br«tttflBt^ Sfc, £OX 
*©7 dT- X h ^7 > * dT - X F mm htz* (\^Wt 

[0 0 3 8] *3fcBI!<0*;"<*ttZ>S 
£ 0 COX^J--y^m (a) 
l»m *J:tf (b) K*>^*«£fcfc**tDffi#^:/ 

[0 0 3 9] ilOX^'J-^y^U mz-l£. WTO J; 

7 «»#{fcH?fc*O*8#p203-236 (1991) JfcSrtfc 



($12 0 0 0-3 0 0 2 6 3. 

12 

[0 0 4 0] Ang-l<DSS<*"t»fcSTie-2*a3H"rSIBIia 
«\ iE^t hUMrtJSfflSa (HUVEC .human umbilical ve 
in endothelial cell. SJBifiBESS) ^WftlStlTl^ 
OT\ T410J ^V/^^KSTcti TNEWJ ^>/^S^§ 

©»*?SHt*OJt«*fT5c4:3b<T**o Sfc. HUVEC 

T410J Sfcte TNEWJ ^ >/^^M^Ang-l^>Ang-2kO 

[0041] ±iax^u-x>^c±Dt#&nfc*fe^ 

[0 0 4 2] ±|BO^^"J— ->^KiJ:0*aWO*> 

ft*4li §g»7i-XhWV^i-Xh) 
<DX*U-->ytfRjffi*:fc:3o 
[0 0 4 3] CCDX^U-->^S«. (a) «9$H 

?*s*BflS£ojia^iStt*fcffi-raxg. *5ctr; (c) » 

[0 0 4 4] x> U--^fcffl^*«Wffli: LT 

Jb^fens^ cti6t:*JI8*n4v^o *»W 
OJB«Stt*»« ^ L fc±l BOX * U - 

[0 0 4 5] 0J*.tf* 7^Vh-y7^;a/c T410J 

fit, 7 -TV F— y^^;i/brccne^>^^Koffl 

[0 0 4 6] c<ox^U-->^c<fcD#S5f^na{k-& 
tttt,' «0^^>/^SOfgto7i-X h^PTZ/ 

{fi-)\s<D&{t&t> tic, f#f»n/:ft^^*^^ v 
/^a^g§(*(D7i-X ht^S^7^3-Xht 
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[0 0 4 7] *^<DX2V— &0¥1&3£ 

fctt, wBTk^aJHa*. ffl^iri. ?um. mmm* 

[0 0 4 8] 

£V\, 1SfcKD#ftV^i^tt/ (Mani 

at is, T. at al. (1982) : "Molecular Cloning - A La 
boratory Manual" Cold Spring Harbor Laboratory, N 

Y) K'&~oTmmnjmv$>%o 
[0049] mum ii «hht>^*x^>«^> 

^mn<DT^¥*^^zsm.z^>^n (410. new) ^ 

3— K-r^^gcDNAtt. H hl&iSS^Opoly A + RNA (C 
Ion tech) £r£^ i: L T RT-PCRfc: «fc t) SXtf L fc Q 

[0050] mmyy^^^ym^^^^n u\ 

OJ ^tMifItC«forward7 P ^-rv— ^ bT5 ' -ATGAGGCCACT 
GTGCGTGAC-3 ' (@r^J#^ : 1) . reverse?^ V— 
LT5 '-TTAGTGGMGGTGTTGGGGTTCG-3 ' (E5U#^ : 2) 
*/BV^7c 0 RT-PCRtePyrobest DNApo lymerase (SJBJs) 
*JH^94° C (30#) /60° C (30#) /72° C (2530 <D 
* -f ?J\s&35mm DjILfco ^OlSJUs &J1.5 kbp<7DDNA 40 
KJW«ifi*ftfc 0 C£D8ffM"^pCR2.1 y^X^ F (Inv 
itrogen) ^JB^T^ n — - V^Lfco t#5ft/c:*n — 
> <DffiSE5U H £V * > * - ^ * - f a > ft ti: cfc D 
ABI377 DNA Sequencer (Applied Biosys terns) ^T^V^T 
««fLfc 0 B5frt4oftBiJ*K»JW: 3lc^ Q 
[0 0 5 1] |p]BB5Uttl482 base<E>*— 7>V — r > 

znzr^sms&i (493r^yg?) £E?us^ : 4 \c 

7jVf~o 50 
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[0 0 5 2] ffiMT>¥*#^>m$>'^n TNE 
WJ <DtK@{C & forward:/"^ t LT5 ' -ATGGGGAAGCC 
CTGGCTGCGTGCGCTACAG-3 ' (E5U#^ : 5) , reversed 
y-f^—t b T5 ' -TCACAGCTTCAGGGGCCGAATGAGCATGGC-3 ' 

(E5U#^ : 6) «ffl^fc 0 RT-PCRtePyrobest DNA po 
lymerase (^ffijg) *ffiv^5% *;bA7 ^ FffflE~FT98 
° C (20#) /64° C (30@) /74° C (3#) O^-Y 
^35IsU»t)igb^o tOJS*. ftl.5 kbpiDDNAKfr^ti 
ifl^nfCo CCpgfM-^pCR2.1 y^X^F (Invitroge 

n) MK^D--yyLft B »6tifc*n— 
SE?U & £V 7 s ** ->^— ^ : f a affile <fc D AB 1377 
DNA Sequencer (Applied Biosys terns) ^fflV^TSfWL 

[0 0 5 3] HE5U&1413 baseCO^-— ^'J- 7 s -f > 
^7I/-A (E5U#*§: 7 0Sl*a^6Sli4i3»B) 

$M7^y»i (47or^y^) *e*u#*§- : 8^ 

[0 0 5 4] [HSEl#!1 2 ] T410J . TNEWJ W^/i 

(1) r410J (DT^SWtm&ltKhT^ttXx.^- 
1 (Angl) mRNA complete cds . (U83508 , 2149^*, 498 
T^/m)lS&X$\lhTl/3r*#^ c f-^'-2 (Ang2) mRNA 

comp lete cds . (AF004327 , 2269JgS , 4967 ^ J WO CO 
T^yKBE^JJC^^S ALIGN (calculates a global ali 
gnment of two sequences) [Myers andMiller, CABI0S 
(1989); FASTA2 (ftp://ftp.virginia.edu/pub/fasta 

^rtfofco j e<Dt&m%:mii3&xf2iczkLrco r4ioj 

(DT^ymM^l h\ Human ang iopo iet in-1 (0 

IT©) fecfct/Human ang iopo iet in -2 (|^2TS)^)T 

n5©cfc^6 T410J ^jfiiSifr*^H#"rS7^^" 

*X^V (Ang iopo iet in) 07 X S U — TfeS Rjfl^ft^ 

[0055] (2) rNEwj or^y^BH^iJ^ t b7> 

=P**X^>-1 (Angl) ^<fcytb7>W#Xf->-2 
(Ang2) 5 y KEW^^-rS ALIGNS cfcSftiR^fi 1 
o^cJB**0 3^3j:tf 4^^L/c 0 TNEWJ (DY^^M 
EM (±S) Human ang iopo ie t in - 1 (HI 3 T IS) *5 
cfctf Human ang iopo iet in -2 (B4TS)07^yKiE9J 
28.8%^J:a : 27.2%0ffiiRl14^:^L/c:o Ctl^^C ^ 

7b^e> r4ioj ^ifiig^^^-r^T^^^x^^ (a 

ng iopo iet in) <D7 T ^ U — t'fe^ ^14*^^^ 
[0 0 5 6] (3) T410J . rNEWJ OZSyKEMJ: 
t: h7>W#xf>-i^{/b h7>Wfcf-y-2 

y > F^-r >^#se-t s ^#^.ent^s [d .m . v a ienz 
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uela et al. t Proc . Natl. Acad. Sci. USA , 96: 1904- 
1909 (1999) ] 0 T410J , TNEWJ \C & lU^O 7 4 7 V J 
-^h7>fy (^n^tl7^y^#^-275-460fe c fca : 
257-441) tf»?rtC5RiSI««fc#aEbTV^So CCD® 

^ y KS^282-468^«fct/281 - 467) OALIGNlC £ 

oj . tnewj 07^7 , jy-yyF^^>07^yigE 

511 W\ Human ang iopo iet in-l3o cfc LfHuman angiopoietin 10 

[0 0 5 7] ^^tC. An'gKDT^y&S^T 41 ,286, 
315, 439, fe«fctf452-efet), Ang2CQT ^ / ^#^T* 4 
1. 284, 313, 437. & c fcO ! 450T&£>'X'r-f' 
t>\ T410J TtT^/Stf^, 278, 307, 430. 15 
ctt/443. TNEWJ T^7^y^#^-"e37, 260, 287, 41 
0. 4o<fctf423T*#aELT^fCo C<D*SSfci\ fcl hAngl^o 
<£tfAng2, MtffcV^XAngi:fe<fctfAng2T«ffilC«^ 20 
ftTV^S/X-r-YV^SSft [P. C. Maisonpierre et a 

SEQUENCE LISTING 

<110> Helix Reseach Institute 

<120> "410" and "NEW", proteins related to angiogenesis 

and genes encord ing them . 
<130> Hl-104 
<140> 
<141> 
<160> 8 

<170> Patentln Ver . 2 .0 
<210> 1 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 

Synthesized Primer Sequence 
<400> 1 

atgaggccac tgtgcgtgac 
<210> 2 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220* 

<223> Description of Artificial Sequence: Artificially 

Synthesized Primer Sequence 
<400> 2 

ttagtggaag gtgttggggt teg 
<210> 3 
<211> 1482 



1.. Science. 277: 55-60 (1997)]<D 3 "SSffltf Rl 
0J . TNEWJ T*fe#aUTl^<:i:^LTt^o St?> 
<OAngl*5 &lfhng2-?U&'£ tlTlAS z^TsV-f 3 <@ 

(Do^ 2f@teCys-X-Cys-X-Cys<D2{@T£> r> tc 0 C<DC 

Ang 1 £> £ tfAng2 T ^nt^^Xf^>S 
S6£|5{£cO?*k T410J . TNEWJ T'ttStBffitSfiLT 

^[0 0 5 8] cnZCDCtfrZ T410J . TNEWJ tfjfiig 
Sf£fcH#f (Angiopoietin) CD? 

[0 0 5 9] 
[0 0 6 0] 



20 
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<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) ..(1482) 

<400> 3 

atg agg cca ctg tgc gtg aca tgc tgg tgg etc gga ctg ctg get gee 48 
Met Arg Pro Leu Cys Val Thr Cys Trp Trp Leu Gly Leu Leu Ala Ala 

15 10 15 

atg gga get gtt gca ggc cag gag gac ggt ttt gag ggc act gag gag 96 
Met Gly Ala Val Ala Gly Gin Glu Asp Gly Phe Glu Gly Thr Glu Glu 

20 25 30 . 

ggc teg cca aga gag ttc att tac eta aac agg tac aag egg gcg ggc 144 
Gly Ser Pro Arg Glu Phe He Tyr Leu Asn Arg Tyr Lys Arg Ala Gly 

35 40 45 

gag tec cag gac aag tgc ace tac ace ttc att gtg ccc cag cag egg 192 
Glu Ser Gin Asp Lys Cys Thr Tyr Thr Phe He Val Pro Gin Gin Arg 

50 55 60 

gtc acg ggt gee ate tgc gtc aac tec aag gag cct gag gtg ctt ctg 240 
Val Thr Gly Ala He Cys Val Asn Ser Lys Glu Pro Glu Val Leu Leu 
65 70 75 80 

gag aac cga gtg cat aag cag gag eta gag ctg etc aac aat gag ctg 288 
Glu Asn Arg Val His Lys Gin Glu Leu Glu Leu Leu Asn Asn Glu Leu 

85 90 95 

etc aag cag aag egg cag ate gag acg ctg cag cag ctg gtg gag gtg 336 
Leu Lys Gin Lys Arg Gin He Glu Thr Leu Gin Gin Leu Val Glu Val 

100 105 110 

gac ggc ggc att gtg age gag gtg aag ctg ctg cgc aag gag age cgc 384 
Asp Gly Gly He Val Ser Glu Val Lys Leu Leu Arg Lys Glu Ser Arg 

115 120 . 125 

aac atg aac teg egg gtc acg cag etc tac atg cag etc ctg cac gag 432 
Asn Met Asn Ser Arg Val Thr Gin Leu Tyr Met Gin Leu Leu His Glu 

130 135 140 

ate ate cgc aag egg gac aac gcg ttg gag etc tec cag ctg gag aac 480 
He He Arg Lys Arg Asp Asn Ala Leu Glu Leu Ser Gin Leu Glu Asn 
145 150 155 160 

agg ate ctg aac cag aca gec gac atg ctg cag ctg gee age aag tac 528 
Arg He Leu Asn Gin Thr Ala Asp Met Leu Gin Leu Ala Ser Lys Tyr 

165 170 175 

aag gac ctg gag cac aag tac cag cac ctg gee aca ctg gee cac aac 576 
Lys Asp Leu Glu His Lys Tyr Gin His Leu Ala Thr Leu Ala His Asn 

180 185 190 

caa tea gag ate ate gcg cag ctt gag gag cac tgc cag agg gtg ccc 624 
G In Ser G lu He I le A la G In Leu G lu G lu H is Cys G In Arg Va 1 Pro 

195 200 205 

teg gee agg ccc gtc ccc cag cca ccc ccc get gee ccg ccc egg gtc 672 
Ser Ala Arg Pro Val Pro Gin Pro Pro Pro Ala Ala Pro Pro Arg Val 

210 215 220 

tac caa cca ccc ace tac aac cgc ate ate aac cag ate tct ace aac 720 
Tyr G In Pro Pro Thr Tyr Asn Arg He I le Asn G In He Ser Thr Asn 
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225 230 235 240 

gag ate cag agt gac cag aac ctg aag gtg ctg cca ccc cct ctg ccc 768 

Glu lie Gin Ser Asp Gin Asn Leu Lys Val Leu Pro Pro Pro Leu Pro 

245 250 255 

act atg ccc act etc acc age etc cca tct tec acc gac aag ccg teg 816 
Thr Met Pro Thr Leu Thr Ser Leu Pro Ser Ser Thr Asp Lys Pro Ser 

260 265 270 

ggc cca tgg aga gac tgc ctg cag gee ctg gag gat ggc cac gac acc 864 
Gly Pro Trp Arg Asp. Cys Leu Gin Ala Leu Glu Asp Gly His Asp Thr 

275 280 285 

age tec ate tac ctg gtg aag ccg gag aac acc aac cgc etc atg cag 912 
Ser Ser He Tyr Leu Val Lys Pro Glu Asn Thr Asn Arg Leu Met Gin 

290 295 300 

gtg tgg tgc gac cag aga cac gac ccc ggg ggc tgg acc gtc ate cag 960 
Val Trp Cys Asp Gin Arg His Asp Pro Gly Gly Trp Thr Val He Gin. 
305 310 315 320 

aga cgc ctg gat ggc tct gtt aac ttc ttc agg aac tgg gag acg tac 1008 
Arg Arg Leu Asp Gly Ser Val Asn Phe Phe Arg Asn Trp Glu Thr Tyr 

325 330 335 

aag caa ggg ttt ggg aac att gat ggc gaa tac tgg ctg ggc ctg gag 1056 
Lys Gin Gly Phe Gly Asn lie Asp Gly Glu Tyr Trp Leu Gly Leu Glu 

340 345 350 

aac att tac tgg ctg acg aac caa ggc aac tac aaa etc ctg gtg acc 1104 
Asn He Tyr Trp Leu Thr Asn Gin Gly Asn Tyr Lys Leu Leu Val Thr 

355 360 365 

atg gag gac tgg tec ggc cgc aaa gtc ttt gca gaa tac gee agt ttc 1152 
Met Glu Asp Trp Ser Gly Arg Lys Val Phe Ala Glu Tyr Ala Ser Phe 

370 375 380 

cgc ctg gaa cct gag age gag tat tat aag ctg egg ctg ggg cgc tac 1200 
Arg Leu Glu Pro Glu Ser Glu Tyr Tyr Lys Leu Arg Leu Gly Arg Tyr 
385 390 395 400 

cat ggc aat gcg ggt gac tec ttt aca tgg cac aac ggc aag cag ttc 1248 
His Gly Asn Ala Gly Asp Ser Phe Thr Trp His Asn Gly Lys Gin Phe ' 

405 410 415 

acc acc ctg gac aga gat cat gat gtc tac aca gga aac tgt gee cac 1296 
Thr Thr Leu Asp Arg Asp H is Asp Va 1 Tyr Thr G ly Asn Cys Ala H is 

420 425 430 

tac cag aag gga ggc tgg tgg tat aac gee tgt gee cac tec aac etc 1344 
Tyr Gin Lys Gly Gly Trp Trp Tyr Asn Ala Cys Ala His Ser Asn Leu 

435 440 445 

aac ggg gtc tgg tac cgc ggg ggc cat tac egg age cgc tac cag gac 1392 
Asn Gly Val Trp Tyr Arg Gly Gly His Tyr Arg Ser Arg Tyr Gin Asp 

450 ' 455 460 

gga gtc tac tgg get gag ttc cga gga ggc tct tac tea etc aag aaa 1440 
Gly Val Tyr Trp Ala Glu Phe Arg Gly Gly Ser Tyr Ser Leu Lys Lys 
465 470 475 480 

gtg gtg at g at g atc c g a cc g aac ccc aac acc ttc cac taa 1482 
Val Val Met Met He Arg Pro Asn Pro Asn Thr Phe His 
485 490 
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<210> 4 
<211> 493 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Arg Pro Leu Cys Val Thr Cys Trp Trp Leu Gly Leu Leu Ala Ala 

15 10 15 

Met Gly Ala Val Ala Gly Gin Glu Asp Gly Phe Glu Gly Thr Glu Glu 

20 25 ' 30 

Gly Ser Pro Arg Glu Phe He Tyr Leu Asn Arg Tyr Lys Arg Ala Gly 

35 40 45 

Glu Ser Gin Asp Lys Cys Thr Tyr Thr Phe He Val Pro Gin Gin Arg 

50 55 60 

Val Thr Gly Ala He Cys Val Asn Ser Lys Glu Pro Glu Val Leu Leu 
65 70 75 80 

Glu Asn Arg Val His Lys Gin Glu Leu Glu Leu Leu Asn Asn Glu Leu 

85 90 95 

Leu Lys G In Lys Arg G In He G lu Thr Leu G In G In Leu Va 1 G lu Va 1 

100 105 110 

Asp Gly Gly He Val Ser Glu Val Lys Leu Leu Arg Lys Glu Ser Arg 

115 120 125 

Asn Met Asn Ser Arg Val Thr Gin Leu Tyr Met Gin Leu Leu His Glu 

130 135 140 

He He Arg Lys Arg Asp Asn Ala Leu Glu Leu Ser Gin Leu Glu Asn 
145 150 155 160 

Arg He Leu Asn Gin Thr Ala Asp Met Leu Gin Leu Ala Ser Lys Tyr 

165 170 175 

Lys Asp Leu Glu His Lys Tyr Gin His Leu Ala Thr Leu Ala His Asn 

180 185 190 

Gin Ser Glu lie He Ala Gin Leu Glu Glu His Cys Gin Arg Val Pro 

195 200 205 

Ser Ala Arg Pro Val Pro Gin Pro Pro Pro Ala Ala Pro Pro Arg Val 

210 215 220 

Tyr G In Pro Pro Thr Tyr Asn Arg He I le Asn G In He Ser Thr Asn 
225 230 235 240 

G lu He G In Ser Asp G In Asn Leu Lys Va 1 Leu Pro Pro Pro Leu Pro 

245 250 255 

Thr Met Pro Thr Leu Thr Ser Leu Pro Ser Ser Thr Asp Lys Pro Ser 

260 265 270 

Gly Pro Trp Arg Asp Cys Leu Gin Ala Leu Glu Asp Gly His Asp Thr 

275 280 285 

Ser Ser I le Tyr Leu Va 1 Lys Pro G lu Asn Thr Asn Arg Leu Met G In 

290 295 300 

Val Trp Cys Asp Gin Arg His Asp Pro Gly Gly Trp Thr Val He Gin 
305 310 315 320 

Arg Arg Leu Asp Gly Ser Val Asn Phe Phe Arg Asn Trp Glu Thr Tyr 

325 330 335 

Lys Gin Gly Phe Gly Asn He Asp Gly Glu Tyr Trp Leu Gly Leu Glu 

340 345 350 

Asn He Tyr Trp Leu Thr Asn Gin Gly Asn Tyr Lys Leu Leu Val Thr 
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355 360 365 

Met Glu Asp Trp Ser 
370 

Arg Leu Glu Pro Glu 
385 

His Gly Asn Ala Gly 
405 

Thr Thr Leu Asp Arg 
420 

Tyr Gin Lys Gly Gly 
435 

Asn Gly Val Trp Tyr 
450 

Gly Val Tyr Trp Ala 
465 

Val Val Met Met He 
485 

<210> 5 
<211> 30 
<212> DNA 
<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence : Art if ic ia 1 ly 

Synthesized Primer Sequence 
<400>'5 

atggggaagc cctggctgcg tgcgctacag 30 
<210> 6 
<211> 30 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 

Synthesized Primer Sequence 
<400> 6 

tcacagcttc aggggccgaa tgagcatggc 30 
<210> 7 
<211> 1413 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) . .(1413) 

<400> 7 

atg ggg aag ccc tgg ctg cgt gcg eta cag ctg ctg etc ctg ctg ggc 48 
Met Gly Lys Pro Trp Leu Arg Ala Leu Gin Leu Leu Leu Leu Leu Gly 

15 10 15 

gcg teg tgg gcg egg gcg ggc gec ccg cgc tgc acc tac acc ttc gtg 96 
Ala Ser Trp Ala Arg Ala Gly Ala Pro Arg Cys Thr Tyr Thr Phe Val 

20 25 30 

ctg ccc ccg. cag aag ttc acg ggc get gtg tgc tgg age ggc ccc gca 144 



Gly Arg Lys Val Phe Ala Glu Tyr Ala Ser Phe 

.375 380 
Ser Glu Tyr Tyr Lys Leu Arg Leu Gly Arg Tyr 
390 395 400 

Asp Ser Phe Thr Trp His Asn Gly Lys Gin Phe 

410 415 
Asp H is Asp Va 1 Tyr Thr G ly Asn Cys A la H is 

425 430 
Trp Trp Tyr Asn Ala Cys Ala His Ser Asn Leu 

440 445 
Arg Gly Gly His Tyr Arg Ser Arg Tyr Gin Asp 

455 460 
Glu Phe Arg Gly Gly Ser Tyr Ser Leu Lys Lys 
470 475 480 

Arg Pro Asn Pro Asn Thr Phe H is 
490 
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Leu Pro Pro Gin Lys Phe Thr Gly Ala Val Cys Trp Ser Gly Pro Ala 

35 40 45 

tec acg egg gcg acg ccc gag gec gec aac gec age gag ctg gcg gcg 192 
Ser Thr Arg Ala Thr Pro Glu Ala Ala Asn Ala Ser Glu Leu Ala Ala 

50 55 60 

ctg cgc atg cgc gtc ggc cgc cac gag gag ctg tta cgc gag ctg cag 240 
Leu Arg Met Arg Val Gly Arg His Glu Glu Leu Leu Arg Glu Leu Gin 
65 70 75 80 

agg ctg gcg gcg gee gac ggc gec gtg gee ggc gag gtg cgc gcg ctg 288 
Arg Leu Ala Ala Ala Asp Gly Ala Val Ala Gly Glu Val Arg Ala Leu 

85 90 95 

cgc aag gag age cgc ggc ctg age gcg cgc ctg ggc cag ttg cgc gcg 336 
Arg Lys Glu Ser Arg Gly Leu Ser Ala Arg Leu Gly Gin Leu Arg Ala 

100 105 110 

cag ctg cag cac gag gcg ggg ccc ggg gcg ggc ccg ggg gcg gat ctg 384 
Gin Leu Gin His Glu Ala Gly Pro Gly Ala Gly Pro Gly Ala Asp Leu 

115 120 125 

ggg gcg gag cct gee gcg gcg ctg gcg ctg etc ggg gag cgc gtg etc 432 
Gly Ala Glu Pro Ala Ala Ala Leu Ala Leu Leu Gly Glu Arg Val Leu 

130 135 140 

aac gcg tec gee gag get cag cgc gca gec gec egg ttc cac cag ctg 480 
Asn Ala Ser Ala Glu Ala Gin Arg Ala Ala Ala Arg Phe His Gin Leu 
145 150 155 160 

gac gtc aag ttc cgc gag ctg gcg cag etc gtc ace cag cag age agt 528 
Asp Val Lys Phe Arg Glu Leu Ala Gin Leu Val Thr Gin Gin Ser Ser 

165 170 175 

etc ate gec cgc ctg gag cgc ctg tgc ccg gga ggc gcg ggc ggg cag 576 
Leu He Ala Arg Leu Glu Arg Leu Cys Pro Gly Gly Ala Gly Gly Gin 

180 185 , 190 

cag cag gtc ctg ccg cca ccc cca ctg gtg cct gtg gtt ccg gtc cgt 624 
Gin Gin Val Leu Pro Pro Pro Pro Leu Val Pro Val Val Pro Val Arg 

195 200 205 

ctt gtg ggt age acc agt gac ace agt agg atg ctg gac cca gee cca 672 
Leu Val Gly Ser Thr Ser Asp Thr Ser Arg Met Leu Asp Pro Ala Pro 

210 215 220 

gag ccc cag aga gac cag acc cag aga cag cag gag ccc atg get tct 720 
Glu Pro Gin Arg Asp Gin Thr Gin Arg Gin Gin Glu Pro Met Ala Ser 
225 230 235 240 

ccc atg cct gca ggt cac cct gcg gtc ccc acc aag cct gtg ggc ccg 768 
Pro Met Pro Ala Gly His Pro Ala Val Pro Thr Lys Pro Val Gly Pro 

245 250 255 

tgg cag gat tgt gca gag gee cgc cag gca ggc cat gaa cag agt gga 816 
Trp Gin Asp Cys Ala Glu Ala Arg Gin Ala Gly His Glu Gin Ser Gly 

260 265 270 

gtg tat gaa ctg cga gtg ggc cgt cac gta gtg tea gta tgg tgt gag 864 
Val Tyr Glu Leu Arg Val Gly Arg His Val Val Ser Val Trp Cys Glu 

275 280 285 

cag caa ctg gag ggt gga ggc tgg act gtg ate cag egg agg caa gat 912 
Gin Gin Leu Glu Gly Gly Gly Trp Thr Val lie Gin Arg Arg Gin Asp 
290 295 300 
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ggt tea gtc aac ttc etc act acc tgg cag cac tat aag gcg ggc ttt 960 

Gly Ser Val Asn Phe Phe Thr Thr Trp Gin His Tyr Lys Ala Gly Phe 

305 310 315 320 

ggg egg cca gac gga gaa tac tgg ctg ggc ctt gaa ccc gtg tat cag 1008 

G ly Arg Pro Asp G ly G lu Tyr Trp Leu G ly Leu G lu Pro Va 1 Tyr G In 

325 330 335 

ctg acc age cgt ggg gac cat gag ctg ctg gtt etc ctg gag .gac tgg 1056 
Leu Thr Ser Arg Gly Asp His Glu Leu Leu Val Leu Leu Glu Asp Trp 

. 340 345 350 

ggg ggc cgt gga gca cgt gee cac tat gat ggc ttc tec ctg gaa ccc 1104 
Gly Gly Arg Gly Ala Arg Ala His Tyr Asp Gly Phe Ser Leu Glu Pro 

355 360 . 365 

gag age gac cac tac cgc ctg egg ctt ggc cag tac cat ggt gat get 1152 
G lu Ser Asp H is Tyr Arg Leu Arg Leu G ly G In Tyr H is G ly Asp A la 

370 375 380 

gga gac tct ctt tec tgg cac aat gac aag ccc ttc age acc gtg gat 1200 
Gly Asp Ser Leu Ser Trp His Asn Asp Lys Pro Phe Ser Thr Val Asp 
385 390 395 400 

agg gac cga gac tec tat tct ggt aac tgt gee ctg tac cag egg gga 1248 
Arg Asp Arg Asp Ser Tyr Ser Gly Asn Cys Ala Leu Tyr Gin Arg Gly 

405 410 415 

ggc tgg tgg tac cat gec tgt gee cac tec aac etc aac ggt gtg tgg 1296 
Gly Trp Trp Tyr His Ala Cys Ala His Ser Asn Leu Asn Gly Val Trp 

420 425 430 

cac cac ggc ggc cac tac cga age cgc tac cag gat ggt gtc tac tgg 1344 
His His Gly Gly His Tyr Arg Ser Arg Tyr Gin Asp Gly Val Tyr Trp 

435 440 445 

get gag ttt cgt ggt ggg gca tat tct etc agg aag gee gee atg etc 1392 
Ala Glu Phe Arg Gly Gly Ala Tyr Ser Leu Arg Lys Ala Ala Met Leu 

450 455 460 

att egg ccc ctg aag ctg tga 1413 
I le Arg Pro Leu Lys Leu 
465 470 
<210> 8 
<211> 470 
<212> PRT 

<213> Homo sapiens 
<400> 8 

Met Gly Lys Pro Trp Leu Arg Ala Leu Gin Leu Leu Leu Leu Leu Gly 

1 5 10 15 

Ala Ser Trp Ala Arg Ala Gly Ala Pro Arg Cys Thr Tyr Thr Phe Val 

20 25 30 

Leu Pro Pro Gin Lys Phe Thr Gly Ala Val Cys Trp Ser- Gly Pro Ala 

35 40 45 

Ser Thr Arg Ala Thr Pro Glu Ala Ala Asn Ala Ser Glu Leu Ala Ala 

50 55 60 

Leu Arg Met Arg Val Gly Arg His Glu Glu Leu Leu Arg Glu Leu Gin 
65 70 75 80 
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Arg Leu Ala Ala Ala Asp Gly Ala Val Ala Gly Glu Val Arg Ala Leu 

85 90 95 

Arg Lys Glu Ser Arg Gly Leu Ser Ala Arg Leu Gly Gin Leu Arg Ala 

100 105 110 

Gin Leu Gin His Glu Ala Gly Pro Gly Ala Gly Pro Gly Ala Asp Leu 

115 120 125 

Gly Ala Glu Pro Ala Ala Ala Leu Ala Leu Leu Gly Glu Arg Val Leu 

130 135 140 

Asn Ala Ser Ala Glu Ala Gin Arg Ala Ala Ala Arg Phe His Gin Leu 
145 150 155 160 

Asp Val Lys Phe Arg Glu Leu Ala Gin Leu Val Thr Gin Gin Ser Ser 

165 170 175 

Leu He Ala Arg Leu Glu Arg Leu Cys Pro Gly Gly Ala Gly Gly Gin 

180 185 190 

Gin Gin Val Leu Pro Pro Pro Pro Leu Val Pro Val Val Pro Val Arg 

195 200 205 

Leu Val Gly Ser Thr Ser Asp Thr Ser Arg Met Leu Asp Pro Ala Pro 

210 215 220 

Glu Pro Gin Arg Asp Gin Thr Gin Arg Gin Gin Glu Pro Met Ala Ser 
225 230 235 240 

Pro Met Pro Ala Gly His Pro Ala Val Pro Thr Lys Pro Val Gly Pro 

245 250 255 

Trp G In Asp Cys A la G lu A la Arg G In A la G ly H is G lu G In Ser G ly 

260 265 270 

Val Tyr Glu Leu Arg Val Gly Arg His Val Val Ser Val Trp Cys Glu 

275 280 285 

Gin Gin Leu Glu Gly Gly Gly Trp Thr Val He Gin Arg Arg Gin Asp 

290 295 300 

Gly Ser Val Asn Phe Phe Thr Thr Trp Gin His Tyr Lys Ala Gly Phe 
305 310 315 320 

Gly Arg Pro Asp Gly Glu Tyr Trp Leu Gly Leu Glu Pro Val Tyr Gin 

325 330 335 

Leu Thr Ser Arg Gly Asp His Glu Leu Leu Val Leu Leu Glu Asp Trp 

340 345 350 

Gly Gly Arg Gly Ala Arg Ala His Tyr Asp Gly Phe Ser Leu Glu Pro 

355 360 365 

Glu Ser Asp His Tyr Arg Leu Arg Leu Gly Gin Tyr His Gly Asp Ala 

370 375 380 

Gly Asp Ser Leu Ser Trp His Asn Asp Lys Pro Phe Ser Thr Val Asp 
385 390 395 400 

Arg Asp Arg Asp Ser Tyr Ser G ly Asn Cys A la Leu Tyr G In Arg G ly 

405 410 415 

Gly Trp Trp Tyr His Ala Cys Ala His Ser Asn Leu Asn Gly Val Trp 

420 425 430 

His His Gly Gly His Tyr Arg Ser Arg Tyr Gin Asp Gly Val Tyr Trp 

435 440 445 

Ala Glu Phe Arg Gly Gly Ala Tyr Ser Leu Arg Lys Ala Ala Met Leu 

450 455 460 

He Arg Pro Leu Lys Leu 



*$BB 2000-300263 



31 

465 470 

[0 1] T410J C07^y^E?J (4937 ^y^) (± 

©77-<>^Vh**tHT?85o T410J tD7^y^ 
E5U*^ th7>^P*#x^>-i075/lfcEyiJfc, 2 

XhX 37 (Global alignment score) 680" t? So 

[@2] r4ioj (DT^/mmm (4937 ^y so c± 10 

g) i:t:h7>W*xfy-2075yiEJiJ(TS) 
£<D7^>y >h#^^&£o T410J 07^y 
BfflfliaV Hh7V4 s *#x^->-2 075y»B5!l 

28.2%Offif^tt^bfcio COSoyn-^;l/77 
-f>y > hX37 (Global alignment score) (±"662" "2? 

[03] TNEWJ <£>7^yBSB5U (4707 ^y^) (± 

cD7^>y>h^-f0T&& o tnewj o7^y^ 

BEW*V t: h7>^^x^>-ico7^y^E?'J^. 2 20 
y bXZiT* (Global alignment score) "580" 

"fco 

[0 4] TNEWJ (DT^SMmVI (4707 ^y^) (± 
S) ^^h7>^^x^>-207^y^E^J(Tlg) 
i:077-<'>^ > r^fxtBTSSo TNEWJ 07^/ 
SBfll** Vih7y^*x^>-207^y^E?!I^>. 
27.2%<Offl!^H4«:^Lfep l«©?d-;W7^> 
p<>hX37(Giobal alignment score) te"578"T&o 

/Co 
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[05] T410J ©7-f7 , jy-^>K^-<>07Sy 
»E?U (±15) fcti h7>**#x^>-i<D:7>f:/yy 
-yvK^^>i07$/WJ (TIS) ^W7^f^ 
Vh^tiT'SSo r4ioj 07^/lffiW> t: h 
Ty^^^y~\(DT^/mM¥\h, 41 .WOfflBItt 
^L/Co C (D^^P-^;l/77-l' »i > b737 (G 
lobal alignment score) ^"530" o fc 0 

[06] r4ioj <D7 y—fzs Fy-r >CD7^y 

HE8) (±S) tth7^#Xf>-207-fyy 
y-y>h7><>07^/8e>J CT8) £<D7^> 
.^yh^tit^o r4 10J c07^y t 

h7>^^X^>-2 07^y^E?Uh, 41.2%OtifpJ 
(G loba 1 a 1 ignmen t score) l£ " 536 " T o 0 

[07], tnewj o7^^uy- y>F^^y©7^y 

C±B) ^Hh7m#xfy-i©7^7Uy 
-y>K*<:/075y»EJU CT«) ^^7^^>y 

7>**5Rx^v-io7^yKE^Ji:. 42 .9%<DtBlRH± 
^Lfco t ©^O^n-; W7-r V b737 (G 
lobal alignment score) (-^"531" o 7c 0 

[08] tnewj (oy^yvs—' 4 w = y 

BE0J (±g) tkh7>4 ? **x^y-207-<^y 

y-y>Ky-r>co7^y^E^J era) t<DT^^> 

^>h^tit^§o TNEWJ C07^y^E?IJ*\ t: 
h7>^*#X.^>-2©7^yffiE5U£> 41.8%C0ffl|pI 
tt^b/co iKD«f(DyD-^;l/77^^>hX37 
(Global alignment score) 507" ~C$>o /c 0 
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ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 

"410" (493 aa) vs. Human angiopoietin-1 (498 aa) 

scoring matrix: BL0SUM50, gap penalties: -12/-2 
28.7% identity; Global alignment score: 680 

10 20 30 40 50 60 

410 MRPLCVTCWWLGLLAAMGAVAGQEDGFEGTEEGSPREFIYLNRYKRAGESQDKCTYTFIV 

Ang1 MTVFLSFAFLAA I LTH IGC-SNQRR SPENSGR RYNRIQHGQ — CAYTFIL 

10 20 30 40 

70 80 90 

410 PQ QRVTGAICVNSK — EP EVLLENRVHKQELELLNNELL 

Ang1 PEHDGNCRESTTDQYNTNALQRDAPHVEPDFSSQKLQHLEHVMEN-- 

50 60 70 80 90 100 

100 110 120 130 140 

41 0 KQ-KRQI ETLQQ LVEVDGG 1 VSEVKLLRKESRNMNSRVTQLYMQLLHE 1 1 R 

Ang1 ENMKSEMAQ IQQNAVQNHTATMLE I GTSL L SQTA — EQTRKLTDVETQVLNQTSRLEIQ 
110 120 130 140 150 160 

150 160 170 180 190 200 

410 KRDNALELSQLENRILNQTADMLQLASKYKOLEHKYQHLATLAHNQSEIIAQLEEHCQRV 

Ang1 LLENSLSTYKLEKQLL^ 

170 180 190 200 210 220 

210 220 230 240 250 260 

410 PSARP-VPQPPPAAPPRVYQPPTYNRIINQISTNEIQSDQNLKVLPPPLPTMPTLTSLPS 

Ang1 VTRQTY I IQ — ELEKQLNRATTNNSVLQKQQLELMDTVHNLVNL^ LKG 

230 240 250 260 270 

270 280 290 300 310 320 

410 STDKPSGPWRDCLQALEDGHDTSSIYLVKPENTNRLMQVWCDQRHDPGGWTVIQRRLDGS 

Ang1 GKREEEKPFRDCADWGAGFM^^ 

280 290 300 310 320 330 

330 340 350 360 370 380 

410 VNFFRNWETYKQGFGN I DGEYWLGLEN I YWLTNQGN YKLLVTMEDWSGRKVFAEYASFRL 



Ang1 LDFQRGWKEYKMGFGNPSGEYWLGNEFIFAITSQRQYMLRIELMDWEGNRAYSQYDRFHI 
340 350 360 370 380 390 

390 400 410 420 430 440 

410 EPESEYYKLRLGRYHGNAG — DSFTWHNGKQFTTLDRDHDVYTGNCAHYQKGGWWYNACA 

Ang1 GNEKQNYRLYLKGHTGTAGKQSSL I LH-GADFSTKDADNDNCMCKC^ 

400 410 420 430 440 450 

450 460 470 480 490 

410 HSNLNGVWYRGGHYRSRYQDGVYWAEFRGGSYSLKKVVWIRPNPNTFH 



Ang1 PSNLNGMFYTAGQNHGKL-NGIKWHYFKGPSYSLRSTTWIRPLD — F 
460 470 480 490 
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ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 



"410" (493 aa) vs. Human angiopoietin-2 (496 aa) 



scoring matrix: BL0SUM50, gap penalties: -12/-2 
28.2% identity; Global alignment score: 662 

10 20 30 40 50 

410 MRPLCVTCWWLGL — LAAMGAVAGQEDGFEGTEEGSPREFIYLNRYKRAGESQDKCTYTF 

Ang2 M — WOIVFFTLSCDLVLAAAYNNFRKSMOSIGK — : KQYQVQHGSCSYTF 

10 20 30 40 

60 70 80 90 
410 IVPQQ RVTGAICV-NSKEPEVLLENRVHKQELELLNN ELLK 

Ang2 LLPEMDNCRSSSSPYVSNAVQRDAPLEYDDSVQRLQV^ 

50 60 70 80 90 100 

100 110 120 130 140 150 
410 QKRQIETLQQLVEVDGGIVSEVKL-LRKESRNMNSRVTQLYMQLLHEI IRKR DNAL 

Ang2 KK^VEIQQMVQNQTAVM^ 

110 120 130 140 150 160 

160 170 . ' 180 190 200 210 

410 ELSQLENRILNQTADMLQLASKYKDLEHKYQHLATLAHNQSEI IAQLEEHCQRVPSARPV 

Ang2 STNKLEKQiLDQTSEiNkLQbkNSFLEKk VLAMEDKHII-QL QSIKEEKDO 

170 180 190 200 210 

220 230 240 250 260 

410 PQPPPAAPPRVYQPPTYNRIINQISTNEIQSDQN — LKVLPPPLPTMPTLTSL — PSSTD 

Ang2 LQVLVSKQNSIIEELEKKlWATVNNSVLQKQQHDLME^ 

220 230 240 250 260 270 

270« 280 290 300 310 320 

410 KPSGPWRDCLQALEDGHDTSSIYLVKPENTNRLMQVWCDQRHDPGGWTVIQRRLDGSVNF 



Ang2 EEQISFRDCAEVFKSGHTTN^ 

280 290 300 310 320 330 

330 340 350 360 370. 380 

410 FRNWETYKQGFGNIDGEYWLGLENIYWLTNQGNYKLLVTMEDWSGRKVFAEYASFRLEPE 



Ang2 QRTWKEYKVGFGNPSGEYWLGNEFVSQLTNQQRYVLKIHLKDWEGNEAYSLYEHFYLSSE 
340 350 360 370 380 390 

390 400 410 420 430 440 

410 SEYYKLRLGRYHGNAGD-SFTWHNGKQFTTLDRDHOVYTGNCAHYQKGGWWYNACAHSNL 



Ang2 ELNYRIHLKGLTGTAGKISSISQPG^ 

400 410 420 430 440 450 

450 460 470 480 490 

410 NGVWYRGGHYRSRYQDGVYWAEFRGGSYSLKKVVM^IRPNPNTFH 

Ang2 NGMYYPQRQNTNKF-NGI KWYYWKGSGYSLKATTMMI RPAD F 

460 470 480 490 
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ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 



"NEW" (470 aa) vs. Human angiopoietin-1 (498 aa) 



scoring matrix: BLOSUM50, gap penalties: -12/-2 
28.8% identity; Global alignment score: 580 

10 20 30 40 

NEW MGKPWLRAL — QLLLLLGAS WARAGAPRCTYTFVLPPQKFTGAVCWSG 

Ang1 MTVFLSFAFLAAiLTHiGCSNQRRSPENSGRRYNRIQHGQCAYTFILPEH DGNC 

10 20 30 40 50 

50 60 70 80 90 100 

NEW PASTRATPEAANASELAALRMRVGRHEELLRELQRLAAADGAVAGEVRALRKESRGLSAR 

Ang1 — RESTTDQYNTNAL QRDAPHVEPDFSSQKLQHLEHVMENYTQWLQKLENYIVEN 

60 70 80 90 100 

110 120 130 140 150 160 
NEW LGQLRAQLQHEAGPG-AGPGADLGAEPAAALALLGERVLNASAEAQRAAARFH-QL D 

Ang1 MKSEMAQiQQNAVQNHTATMLEIGTSLLSQTAEQT^ 

110 120 130 140 150 160 

170 180 190 200 
NEW VKFRELAQLVTQQSSL I AR LERLCPGGAGGQQQVLPP PPLVPVVPVRL 

Ang1 LSTYKLEKQLLQQTNEI LKI HEKNSLLEHKI LEMEG^ 

170 180 190 200 210 220 

210 220 230 240 250 
NEW VGSTSDTSRMLDPAPEPQRDQTQRQQEPMASPMPAGHPAVP— TKP VG P 

Ang1 TY I IQELEKQLNRATT-NNSVLQKQQLEL MDTVHNL VNLCTKEGVLLKGGKREEEKP 

230 240 250 260 270 280 

260 270 280 290 300 310 

NEW WQDCAEARQAGHEQSGVYELRVGR—HVVSVWCEQQLEGGGWTVIQRRQDGSVNFFTTWQ 

Ang1 FRDCADVYQAGFM^ 

290 300 310 320 330 340 

320 330 340 350 360 370 

NEW HYKAGFGRPDGEYWLGLEPVYQLTSRGDHELLVLLEDWGGRGARAHYDGFSLEPESDHYR 



Ang1 EYKMGFGNPSGEYWLGNEFI FAI TSQRQYMLRI ELMDWEGNRAYSQYDRFH I GNEKQNY R 
350 360 370 380 390 400 

380 390 400 410 420 430 

NEW LRLGQYHGDAG — DSLSWHNDKPFSTVORDRDSYSGNCALYQRGGWWYHACAHSNLNGVW 

Ang1 L YLKGHTGTAGKQSSL I LHG-ADFSTKOADNDNCMCKCALMLTGGWW 

410 420 430 440 450 460 

440 450 460 470 

NEW HHGGHYRSRYQDGVYWAEFRGGAYSLRKAAMLIRPLKL 



Ang1 YTAO)NH<^ 

470 480 490 



(21) 



NPM 2000-300263 



[H4] 



ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 



"NEW" (470 aa) vs. Human angiopoietin-2 (496 aa) 



scoring matrix: BL0SUM50, gap penalties: -12/-2 
27.2% identity; Global alignment score: 578 

10 20 30 40 

NEW MGKPWLRALQLLLLLGASWAR AGAPR CTYTFVLPPQK— FTGAVCW 

Ang2 MWQI VFFTLSCDLVLAAAYNNFRKSMDS I GKKQYQVQHGSCSYTFLLPEMDNCRSSSSPY 
10 . 20 30 40 50 60 

50 60 70 80 90 100 

NEW SGPASTRATPEAANAS — ELAALRMRVGRHEELLRELQRLAAADGAVAGEVRALRKESRG 

Ang2 VSNAVQRDAPLEYDDSVQ^^ 

70 80 90 100 110 

110 120 130 140 150 

NEW LSARLGQLRAQLQHEAGPGAGPGADLGAE P AAAL AL LGERVLNASAEAQ — RAAA 

Ang2 QTAVMIEIGTNLLNQTAEQTRKLTDVEAQVLNQTTRLELQLL^ 

120 130 140 150 160 170 

160 170 180 190 200 210 

NEW RFHQLDVKFRELAQLV-TQQSSLIARLERLCPGGAGGQQQVLPPPPLVPVVPVRLVGSTS 

Ang2 E I NKLQDKNSFLEKKVLAMEDKH 1 1 QLQS IKEEKDQLQVLVSKQNS I 1 EELEKKI VTATV 
180 190 200 210 220 230 

220 230 240 250 260 270 

NEW DTSRMLDPAPEPQRDQTQRQQEPMASPMPAGHPAVPTKPVGPWQDCAEARQAGHEQSGVY 

Ang2 NNS-VlQK(Xm 

240 250 260 270 280 290 . 

280 290 300 310 320 330 

NEW ELRVGRHV— VSVWCEQQLEGGGWTVIQRRQDGSVNFFTTWQHYKAGFGRPDGEYWLGLE 



Ang2 TLTFPNSTEEi KAYCDMEAGGGGWTI IQRREDGSVO 

300 310 320 330 340 350 

340 350 360 370 380 390 

NEW PVYQLTSRGOHELLVLLEDWGGRGARAHYDGFSLEPESDHYRLRLGQYHGDAG — DSLSW 

Ang2 FVSQLTNQQRYVLK I HLKDWEGNEAYSLYEHFYLSSEELNYR I HLKGLTGTAGK ISSISQ 
360 370 380 390 400 410 

400 410 420 430 440 450 

NEW HNDKPFSTVDRDRDSYSGNCALYQRGGWWYHACAHSNLNGVWHHGGHYRSRYQDGVYWAE 

Ang2 PGND-FSTKDGDNDKCICKCSQM 

420 430 440 450 460 470 

460 470 
NEW FRGGAYSLRKAAML I RPLKL 

Ang2 WKGSGYSLKATTMMi RPADF 
480 490 



(22) 



fSBS 2000-300263 



[0 5] 

ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 

fibrinogen domain: 

"410" (186 aa) vs. Human angiopoietin-1 (187 aa) 

scoring matrix: BL0SUM50, gap penalties: -12/-2 
41.0% identity; Global alignment score: 530 

10 20 30 40 50 60 

410 WRDCLQALEDGHDTSSIYLVKPENTNRLMQVWCDQRHDPGGWTVIQRRLDGSVNFFRNWE 

Ang1 FRDCADWQAGFNKSGiYTIYINNMPEPKk^ 

10 20 30 40 50 60 

70 80 90 100 110 120 

410 TYKQGFGN I DGE YWLGLEN I YWLTNQGNYKLLVTMEDWSGRKVFAEYASFRLEPESEYYK 

Ang1 EYKMGFGNPSGEYWLGNEFiF^^ 

70 80 90 100 110 120 

130 140 150 160 170 

410 LRLGRYHGNAG — DSFTWHNGKQFTTLDRDHDVYTGNCAHYQKGGWWYNACAHSNLNGVW 

Ang1 LYLKGHTGTAGKQSSLILH-I^DFSTKO 

130 140 150 160 170 

180 

410 YRGGHYRS 

Ang1 YTAGQNHG 
180 
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ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 

fibrinogen domain: 

"410" (186 aa) vs. Human angiopoietin-2 (187 aa) 

scoring matrix: BL0SUM50, gap penalties: -12/-2 
41 .2% identity; Global alignment score: 536 

10 20 30 40 50 60 

410 WRDCLQALEDGHDTSSIYLVKPENTNRLMQVWCDQRHDPGGWTVIQRRLDGSVNFFRNWE 

Ang2 FRDCAEVFKSGHTTNGiYTLTFPNST^ 

10 20 30 40 50 60 

70 80 90 100 110 120 

410 TYKQGFGNIDGEYWLGLENIYWLTNQGNYKLLVTMEDWSGRKVFAEYASFRLEPESEYYK 

Ang2 EYKVGFGNPSGEYWLGNEFVSQLT^ 

70 80 90 100 110 120 

130 140 150 160 170 

41 0 LRLGRYHGNAGD-SFTWHNGKQFTTLORDHDVYTGNCAHYQKGGWWYNACAHSNLNGVWY 



Ang2 I HLKGLTGTAGK I SS I SQPGNDFSTKDGDNDKC I CKCSQMLTGGWFDACGPSNLNGMY Y 
130 140 150 160 170 180 

180 

410 RGGHYRS 



Ang2 PQRQNTN 
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ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 

fibrinogen domain: 

"NEW" (185 aa) vs. Human angiopoietin-1 (187 aa) 

scoring matrix: BL0SUM50, gap penalties: -12/-2 
42.9% identity; Global alignment score: 531 

10 20 30 40 50 

NEW WQDCAEARQAGHEQSGVYELRVGR--HVVSVWCEQQLEGGGWTVIQRRQDGSVNFFTTWQ 

Ang1 FRDCADWQAGFNKSGiYTiYi^ 

10 20 30 40 50 60 

60 70 80 90 100 110 

NEW HYKAGFGRPDGEYWLGLEPVYQLTSRGDHELLVLLEDWGGRGARAHYDGFSLEPESDHYR 

Ang1 EYIWGFGNPSGEYWLGNEFiFAi^ 

70 80 90 100 110 120 

120 130 140 150 160 170 

NEW LRLGQYHGDAG — DSLSWHNDKPFSTVORDRDSYSGNCALYQRGGWWYHACAHSNLNGVW 

Ang1 L YLKGHTGTAGKQSSL I LHG-ADFSTKDADNDNCMCKCALMLTGGWWFDACGPSNLNGMF 
130 140 150 160 170 

180 

NEW HHGGHYRSR 

Angl YTAGQNHG- 
180 
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ALIGN calculates a global alignment of two sequences 
version 2.0u Please cite: Myers and Miller, CABIOS (1989) 

fibrinogen domain: 

"NEW" (185 aa) vs. Human angiopoietin-2 (187 aa) 

scoring matrix: BL0SUM50, gap penalties: -12/— 2 
41.8% identity; Global alignment score: 507 

10 20 30 40 50 

NEW WQDCAEARQAGHEQSGVYELRVGRHV--VSVWCEQQLEGGGWTVIQRRQDGSVNFFTTWQ 

Ang2 FRDCAE VFKSGHTTNG I YTLTFPNSTEE I KAYCDMEAGGGGWT i IQRREDGSvDFQRTWK 
10 20 30 40 50 60 

60 70 80 90 100 110 

NEW HYKAGFGRPDGEYWLGLEPVYQLTSRGDHELLVLLEDWGGRGARAHYDGFSLEPESDHYR 

Ang2 EYKvGFGNPSGEYWLGNEFVSQLT^ 

70 80 90 100 110 120 

120 130 140 150 160 170 

NEW LRLGQYHGDAG--DSLSWHNDKPFSTVDRDRDSYSGNCALYQRGGWWYHACAHSNLNGVW 

Ang2 iHLKGLTGTAGKISSISQPGND-FSTKDGDNDKCICKCSQMLTGG 

130 140 150 160 170 

180 

NEW HHGGHYRSR 

Ang2 YPQ-RQNTN 
180 



(51) Int .C 1 ? Wftmm F I T-T3-V (##) ' 



C 1 2 N 


1/19 


C 1 2N 


1/19 






1/21 




1/21 






5/10 


C 1 2 P 


21/02 


C 


C 1 2 P 


21/02 


C 1 2 Q 


1/02 




C 1 2 Q 


1/02 




1/68 


A 




1/68 


A 6 1 K 


31/00 


6 0 9 F 


A 6 1 P 


9/10 






6 2 7 A 




27/02 






6 2 9 A 




29/00 






6 3 5 




35/00 




39/395 


D 


A 6 1 K 


38/00 






N 




39/395 




.48/00 








C 1 2 N 


5/00 


A 




48/00 


A 6 1 K 


37/02 





(26) 



mt\ 2000-300263 



(72)«W§* ±m SS^ F£-A(##) 4B024 BA21 BA80 CA04 CA20 DA01 

. W^iimiljRT&it^ffTO" 1-2-8 -701 DA02 DA05 DA11 EA04 GA11 

4B063 QA01 QA05 QQ08 QR32 QR35 

QR40 QR48 QR55 QR62 QS34 

4B064 AG01 AG02 CA01 CA19 CC01 
CC24 DA01 DA13 

4B065 AA01X AA57X AA88X AA90X 
AA93Y' AB01 AC14 BA02 
CA24 CA44 CA46 

4C084 AA06 AA07 AA13 AA17 BA01 

BA22 BA44 DA39 DB57 ZA262 
2A362 

4C085 AA13 AA14 BB07 DD63 DD88 

4H045 AA10 AA11 AA20 AA30 CA40 

DA01 DA75 EA20 EA50 FA74 



